Abs, which were raised against a pre-OR synthetic peptide comprising of residues 24-37 197 (18). The Abs exhibited no PK-resistant signals in the RML-, 22L-, and BSE-infected WT 198 brain homogenates (Fig. 7A-C) . This is consistent with the pre-OR region of full-length 199
PrP
Sc being PK-sensitive. However, PK-resistant signals were observed in the RML-, 22L-, 200 and BSE-infected Tg(PrP∆OR)/Prnp 0/0 brain homogenates (Fig. 7A-C (Table 3) . WT 226 mice developed the disease at 165  8 dpi whereas Tg(PrP∆OR)/Prnp 0/0 mice succumbed to 227 the disease with longer incubation times of 307  9 dpi ( we investigated accumulation levels, the PK-resistant core size, and glycosylation patterns 235 The conversion efficiency of PrP C into PrP Sc is a key factor determining prion 290 susceptibility. Indeed, the pathogenic PrPs were undetectable or much less accumulated in 291 These results suggest that the PK-resistant pre-OR region might not affect the pathogenic 365 properties of prions. 366
We showed that the OR region could be differentially involved in the conversion 367 of PrP C into PrP Sc after infection with BSE prions and RML or 22L prions, suggesting that 368 PrP C might be converted into PrP Sc through an OR region-dependent or -independent 369 mechanism in a strain-dependent way. The major PK cleavage site in PrP Sc is usually 370 located either within the C-terminal part of the OR region or in the region C-terminal to the 371
OR region (37). BSE-PrP
Sc has a PK cleavage site outside of the OR region (37), therefore 372 producing a shorter C-terminal fragment after PK treatment. In contrast, RML-and 373 
22L-PrP

MATERIALS AND METHODS 385
Ethics statements 386
The Ethics Committees of Animal Care and Experimentation of the University of 387 and the resulting inoculum was intracerebrally inoculated into 5-6 week-old C57BL/6 WT, 421
Prnp +/0 , or Tg(PrP∆OR)/Prnp 0/0 mice with a 20 l-aliquot. Mice were diagnosed as sick 422 when they developed more than five of the following features: emaciation, decreased 423 locomotion, ruffled body hair, ataxic gait, kyphosis, priapism, upright tail, crossing leg, hind 424 leg paresis, and foreleg paresis. Mice were also diagnosed as terminal when they became 425
akinetic. 426
The samples were finally mixed with sodium dodecyl sulfate (SDS) sample buffer (62.5 442 mM Tris-HCl pH6.8, containing 5% SDS, 4% β-mercaptoethanol, 5% Glycerol, 0.04% 443 bromophenol blue, and 3 mM EDTA) and heated at 95˚C for 10 min before being subjected 444 to Western blotting. Times to the onset of disease. 
